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Abstract 



A method and system for localizing a diagnostic or therapeutic agent to an internal target site. The system 
includes (1) an epitopic compound, (2) a binding protein which is effective to bind specifically with the 
compound and capable of localizing selectively at the target tissue, when administered parenterally, and (3) 
a clearing agent which can bind to and cross-link the binding protein, to form a protein aggregate which is 
readily cleared from the subject's bloodstream. In practicing the method of the invention, the binding protein 
is administered to the subject parenterally. and allowed to localize at the target site, typically within 1-4 days. 
This is followed by a chase with the clearing agent to remove circulating, but not target-localized binding 
protein. When the epitopic compound is administered, binding of the compound to the localized binding 
protein, and rapid clearance of unbound compound by the kidneys, results in selective localization of the 
compound at the target site. 



Data supplied from the esp@cenet database - 12 



hnn'//19.'esnacenetxom/esnacenet/abstract?CY=gb&LG=en&PNP=US4863713&PN=JP6... 12/10/2003 



® a * B 1$ rF It (J p) ®i!*s*ffiga^gg 



®int,a.« 

A 61 K 49/02 
43/00 



6742-4C 
7252- 4C 



@^§S ra?P63^(l988)l;^llB 



®n Sa ^61-236984 
®m m ^61(1986)10^ 3 B 
«prraM3Q^lll?ei^ 1986^4^ 3 B~4^ 4 a > 'J-7i'K<0'<-lr;^^^T&Sfl|5n^ r&lt 

iS^%£!g ® 1986^ 6 ^ 23B U S )®877327 

®% 51 ^ ft'-yK x~. fry T^UA-g-jRH * 'J 7;i-/u-T ' 94025 Ttf- hv, 

©a P A 1^' '-Ji-K *y i- T;>"J*^SftlI A'J7;*-/I/-T 94305 ^^iS^y^jt- 
'j - 7 V K :^ 5' y 



1 ■ ftgioiga; 



19 «i * 



<t ^ ft a ft {t * » if <k -e o i' ^ i 
2. «i»=»at(OffiH 



1. lEfRK; J:-,Ti8iScBr-i*n4ttS**r 
M * rt SB o ffl W ffi <4 a ?£ ft S * * * i* * •» . 

«tt{^ 0124 b y:: & d ca6<)lfl 18^)1 iRe^ 

<c^aftt*«e;*««rt«. *s^s? y/fi* 
$ n d * an a^i- 4 c i (c J: o T. 



C i. 

streptavldln)-? * ») . * U -riia K X f h - 7■*<t• 
* X T! * 4 C0«fflJf5 1 jaciaao^ra. 

text- h -7* .t^rftiSlltRWttEa 
*h4/%7'7^ v6?fl-Tas.4 4$?lFll)«iOlEDH^ 1 ?H 

/■f^' cffi^t ^ 4 X t: h -7*ttffi»*iJ'^« < t b 
2 Bm-^«rr 4 4$flFffi^e!>KQ% 1 iRlCffi^iD^ 



-219- 



i^^ (complex) ^mM-r ^ ftibiz^tSt-i :t y tiJi 

^{t Cconplexed) LfcX b- h-r-^U-h^fc-^ 

flfffl+ '"In.»'Ga. •^Cu,''-Tc, 

^•Ga. *«Zn, •''Cu. '^ffu, »^Co, t ^ tt**Co©^0l + 



9$B3Ba 63-5033 (2) 
sex tr h /n- va«:^-*--y-7 



HISS I i|tcKaa®:^i£T«» T. ^geis^^^v 
13. «W4$|51g5ffi^^t;«lWffl«lK:«LTxb- 

hTtr':;ytr3b-S!fflF8ff5K0KBmiiat::l2l!lo 

KIE*J«kiy^-&nK:Mil-f'&xfj'-'r*#wr 
^x t: h-rtt^k^^. 
(aH^^^fc^^8!)tcIKIiILfcxt^^-r^^^ftSW«:'t 



> ^ ^ -i^ * 

•ax h im^^^^xp^^SL^ 

17. ^Sax h -rti{fc^<B5;i<. ^lail^rJ^y 
(r^ «» *tit&l1^SII*©®ffl^l4ia«:Sa^£Z) X A 



-220- 



» 5R: <D IS ffl m 14 « k: K 3i!! ® •> :^ 7^ A . 

19. figex k: h + hf{:^i&jA<» i- 

20. ffirggx e h -7""+ u- h^fc-^^iA^. frse 

ttra^ia-^r 4 » co:^ ffi*f <k X r A k:M t 

Cbangi C,-fl,, et al, Biochea, Blophya 
Res ConiBun 1 11 (3):959 (1983). 

De Rieher. L.B., et al, J Had Chea 22 : 
1019 (1979). 



?$raB3G3-5033 (3) 

Dq Rtener, L,H., at al, J__Lab Coups % 
Badpharw 18(10):1517 (1981). 

Prigaet* B., et al. J laau-nol rtethods 
27: 305 (1985). 

Fujii. Antibiot 2fi:398 (1973). 

Goodwin, O.A., ot at, Mttcii^ar HedUi o JJ. • 
365 (1975). 

Goodwin, O.A., el al. Seminars In Kuc tied 
Vif3 (1976). 

Coodwin» D.A., et al. In Radiopharnaceu ileal g M 
Proceedinss of the Second International 
CoRferenca on Rad, N.Y.. Sodd* V.J.. et al, 
ada. pp 275-284 (1979) . 

Goodwin, D.A.. et al. J Hue Med 27: (9) :787 
(1981). 

Goodwin, D.A., et al. Eur J' Nae Hed i_:209 
(1984). 

Kohler, B. , et al. Nature i5S_: 495 ■ (1975) . 
HsarBS, C. P.. et al. Proc Natl Acad Sei 
iUSA) 11(11) !3803 (1976). 



Honoclonal Antlbodlea. Kennett, T.J,, et 
al. eds P!enu« (1980). 

Uaezawa, H. , P^cre Appl Chem 28:665 (1970). 

Wensel, T.C, et al, in Radiojpaging and 
Radio i wwuno thera py . BurcbIeK S, H., et al, 
eds, Elsevier, p 165 (1983). 

31 tt llfi » * * tr > S O K J; -3 4- 1*1 ® 

ti)<, ^^ci>mmm^oi,tc^m.€^h^. mm 



'<;u;&<«iP L/C /eft 
fc ^ JS IB ^ K a { k 1- * /c u: ffi V ^ * " • I n . 

*^Ca, *^Cu."-Tc,*«Ca,*»Zn,*Hu,''8u.»'Co h 

* v^tt"Co0^]SJ+ h Oct «JK3t Uplift 
i3at4JC!>fis®cfflt^^)*t-6»»'i;fej;a?-^n:zate 



-221" 



Vizirs >i>OW:^iSfiKl. t^- HfiB3>. * 

(Haarea. 1976 i GoodMi ft e t al , 
1975. 1976, 1979) . 

X ^ u y 7 5 y iswtt CBD7A) 

^^9X^^ (OoezaHa, PujU) . C © 7* :^ 



?$B3B3G3-5033 (4) 

IS^*-li-*fci6ft::. P -yp* 7-b h7 5 K-<:^ 
•>';i/-eDTA (BABB-EOTA) ® rfc ^ ^(E l± O * -6 

Kitten h -fct^JiOKia^S'^^^UT, 

• »to712.377, (1985^ 3 ^ 15 B tHSfl) 

^fc t T ^ 4 /h $ & « tt tt <a ^ fc !to aa 3 H 



ttVKTIiKt^^F nttt^:4<. -tOf^i?*) 
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DTACBABS-BOTA) i:*Si(5 tJ? U ^ 



* ©ia!lJS8*ffl©fb9S <93Atf 7 5 
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^^KttMjl : 5-5 : ICDIH!®^ 



?.friJ|B363-5033 (12) 
aWu:ti^SSCA:ifefiCDt^l5-25H©rJlCdo4. 

;a<!:(Oja$r*> f^^WtrJii^j 0.5 

ii^nfc (24i^Bflaj|tfig-c5-^;u$n/i) x f h 
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-230- 




m3!2B«^3!2lA5C»mfi:Lfcfiftifel©t>cDi: 
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1,4- ■/ iJ' y - ^l^atAldricfi Chenical Co. 
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7*^ X-BABB-EDTA(TEEDTA)^ 
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-In *?«i;C^ TBEDTA-Co<l:^!85«, ^^^tlTlC T? 

antl-TBEDTA-Co Habs (Piggg 
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h ttlK « . ^ y A S © y V CO T 5 y S <k S 
L . 4- ^ - j*f T ^ •>* * . :^ t K y 

(&^;ViOia*JJCOBABE-EDTA-Coi, ^SS^Oi-J^i 

it: T 3^ * n : 

KLH---NH-C(Kffi)-CHi-CBt-CCt-S-aABE-EDTA-Co 
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C C KLH---NHf KLH CD V ;U 7 $ V T 

7 --C*SJS&©T8EDTA-Co i^Sit. l^l24Be/ 
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Aaerlcan Type Calture Collection^ Rock Lawi, 
MD, ii>is>\^. ATCC©CRL 1580 i IS| n 4 . 
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;^1#^tt-^+*!Ji:-7 t> :^J5i:*fctt. TAC0» inc. (Burll.i- 

ii®Baib/C^ x-l-. /^rr•:^/75^iA:^^ 

wBa*ai?aL./i, i ;^ © 5 X a - TiaK 



1 af i iSH (v/v) (0 -if y X f- 1' y y 3 - ;u C:^ 

?fiH30^1570 ; BOB Chemica 1 s , Poole, England } 

FCSTgfcf?^ U A:, 
w-f* -^112000^? X ^KZ)-7 i? o ^ -f ^ - X ;i/ 

JSC 800nrt<z>7 5 y y ^-^JiniAfciiWiSta ( 



!Jt -tbedta-co fjtfrT. m^i^m^ M y r V ^ 

5 y ;^ 7 i y y*<tS'^ LyiriBEDiA-co (Hisfl 3 ) 

x ;i/cD^S-hiB7fl[50 jtf je x A/ c 50 . ift 

*»ISfil««'Ctt?^». 50 P fi ©S^IR 7 ^^uUfc 
•t'^^OE^ ;^IgG fii**j&n^. Sc;giat60^ 

xA/if^?, y^r-*v^^^>fya.-i^ByK:,i:»3. 
^ a- j-y^-Lfc, ±K©cfc-5K: 
tit -tbbdtaM:I#T7 y * Ufc. 30®||7-<:/ 

iMRt/i. 3 o0-b;U7 ^ HC3A11. HC4B7 
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il^ -^-f^v^t. TBEDTA-Co . TBBDTA-In ( 
-tn-FtiSJ 1 Igf(7>^k^%B O Co *;ckC5 In © + 
*?<*;CJf. 8LEDTA- Vf -In C» 1 0 

BLISAffi<Fri«uet) C .fc T 3£ L . IS-^S 



D ^ y ^ ^ % Co-1.4 DT BABE In-1.4 DT BABE rn-BLEOTA IV 

HC 3A., IgGa l.6xlO'(70X) 4.SxlOM31X) S x lO'rt" ' (66X) 

WC 48t IgG,. 1.8x10' 2.4x10* 2. 8 x lO'fJ' ' (6U) 

WC 3F5 I«G,. 3.0X10' 2.9X10* 1 . 7 x lO'S" ' (65X) 

%\t 600 ;rg ttC3All*ffl(.^y£24^Pe1^0^iP®^}^^*^'r. 
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In-BLEDTA-IV ^fc-^ «9 » < Sfi5 L . 
tt. TBEOTA® y ^ y /BABE/EDTA|i»jig^ 

^^T*f*), C0-TBEDTA/N7* 

-at, vlHtl, (9f?£*nytWC3Aim(|ttC*^ L) 

Co-TBEDTA^ J; Of In-BLEDTA- IV|b^ 
ifeltt. <fc *) ^tatCfil^ LTtr^/il^ In-TBBOTA^i:^ 
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fdOBABB-EDTA-Coi. HJS^ 2 ® ,fc ^ 6C SIG * -tt 
1 *;i/6D^^y/N*^j;:^LT|tj4 ^ ^UOBABB-HOTA-Co 

iliftBafflc« -r^TBEDTA-'"rRfP«ytvh 
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DsRleaer. 1979 C ti£ T IS 8 $ *1 • BLEOTA- 
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"•In-BDTA, (b) * • ' I n- BABE - EDTA. (c) BLEDTA- 0 
-**'Ir, (d) BL-*'Co . (ej BLEDTA- IV - ' " I q, S 
hl,ti() TBEOTA-"Mft i>f V+jl^ - hLT^g/iR 

# t/t (*: / EDTA . • " I n ^ • 'Co ttl^ W - (f) Ji 

200-800 ;»g yih^^fi ^ J: -b um^. #3 

24I$rHaa0t!r«J<*t:^*tcO "Mn©iiJH'S11^. f 

-BABE-EDTAW^^^S /itO Ttt, 24^Ra^<Z)« 
y-BABE-EDTA$4>;&^t;) tt. 24^^P□^^a^C. 

omi^iti>^^ mpg <Di §309^*ift^^iij^-c. 



^mm 5 

tick ^tad^jYt^ia^^^c, Balb/C '^•^ X(Z>S5ffiC, 
t^^^ntz. L--< y /U-EDTA-InKlW L 

L-^ y i^VU-EDTA-In (/x'^- — h D7jt.y -JU-'C 

y i/'/i/.EDTA-in) ^/i/-r*a^TiH!a$nte* 

aiajOHSiTii. 3Eo-^'^:^ti, I00j«g ( 
1^)0. 7n ^ /I') <!>CHft25Sffl:#;;^<L--< y /b- EDTfl- ' ^ M ti 

ife^SU. ^'.fcaf^ 2 Ate* t^ 

< •5;^^<0la«S^D"Mn U Vl/ ^ Jli . &ff®{i 

I- ^^Stij tx/i. 3 IZt0-7 »5 z 0Jf l^fflt. 13$ 
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?fBaBa63-5033 (17) 



T/0 ifc 




13. 
3. 
6. 
5. 



.48 
.48 
.91 
.85 



.41± I. 
.23±0. 
,50±0. 
.76±0. 
2.50±0.37 
3.73±0,81 
ll.28±K40 
1.18±0.1B 
1.42±0.22 
2.35±1.19 
2.07± 1.42 



3.1 

9.6 
8.0 
5,7 
7.4 



i;A/.EDTA-*"In It ^ ^ I. ^ . 1 B#BJ^. 



g 2 B 

7- X y ^ »n ;t * 2 3 If 181 fl CC fit ^ 



mm 



S.D. 

24.01 ±0.80 
5.40±0.49 
9.72±0.24 
6.35 ±0.50 
3.03±0.27 
S.87±0,81 
4.08±0.51 
1.44±0.I6 
1.57±0.09 
l.60±0.20 
1.51±0.19 



r/0 \t 

0.17 
0.76 
0.42 
0.64 
1.36 
0.70 

2.84 
2.59 
2.57 
2.73 



•?Tii^^n*II3KO©?9Efl:(2)rj'^*lH^fc» CBfl255 



/^rx y^jiiiLT 3 ^raia©®* 



1 



0.92±Q.44 
0.92±0.29 



T/0 H : 



.55±fl.24 
.87±a.39 
.21 ±0.04 
.10±0.16 
.72±1.35 
.48±0.77 
1.50±0.37 
4.86±0.45 
2.66±0.6l 



20 
71 
02 



10.21 
38.03 
7.04 



33 
40 



1.61 
2.97 



3E<0A Balb/C-7 x®Mt^CKHJJ$jt4i^ia^^ 
ttS)l5*^filUfe» ZO-^^XiZ^h lOOjt/g CDWC3A11 
fit* (IIJflSW2) *fS-^L.A:. »i«K^!a4LT20 

/DABB-BDTA.CoIi^4S?*4;tTf-* ^ ;^ L/i. 1 



w la » * © Ja It S 14 ® «E ^ t C''^ ^ * 



In 
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mm 



■^t^/ff SIS 

0.71 
0.40 
1.01 
1.24 
0.39 
37.78 
3.95 
0.21 
1.06 
0.05 
1.17 



5.55 
9.85 
3.91 
3.20 

10.11 
0.11 
1.00 

18.52 
3.73 
4.64 
3.39 



^' / < fc: M b T ® ?^ J: CJ^ i» fi» * IS ?^ © ± 1^ 

m i^it, (A) 7* U:*- :> y-EDTA ^JJ55+ ^ 



^fSlfla 63-5033 (18) 
fife 5t tt ^ »f ffi eo I b ^ «5 4a rt T ^ ?SE ft -r * s 



BI-CodlD-SVNAS-CHz^u^NH-^^-CHj-EDTA-M 



(A) 



FIG. I SHWAS-CHjN^^/NH-^^CHj-EDTA-A 
(B) 



& \> I 



I 
I 

I 



I ■ i 

5I 



'Mr 





FIG. 2 

i^7t 1 



«7t 2 




FIG. 3 
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^raag 63-5033 (19) 

®55 §5^ i7o-K T/'JfJ'^m /7'J7;*-^1'^T 95616 •r-f;^, h 

D-7- 3310 
®|§ II ^ «*x/v 7->fy*-^H *'j7;j-/i/-r 95688 ^s-^-h^^ 

}\^, 'J y i? K K 7 'f 7" 513 
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1^53936 3 -5 03 3 

[Btf0]¥fiK6¥( 1 994) e^2lB 

[^mm^] J|$PgBg6 3-50 3 3 

l^MQ] Effl6 3^ (1 98 8) 1^110 

[^ii-^^] 4^ig!RFtt<&fg6 3-5 1 

lliimm^] ^mme 1-23 6 984 

A61K 49/02 9164-4C 
43/00 8415-4C 



T > y * ^mffl * tf 7 * - T 1)4305 
y 7 * - K (SJtfitt L) 




4. ftSA 

AS (7828) LU*J§mMT^^ 

5. ffiiE©3t*» 

6. ffiiE(0[*3$ 

6.3-1 P>g®» 7 MT3&*t» 9 It i*t r 35^5 J 

6.8-2 7 MTi> 7 ff ^15H 

-F*»fe>9lTB, m I 6 HT** 6 ^f Ss »15H 

osi?T§c fi'^T'^j tft-so* r-^x 



1- 




6.5-5 wffl«o»i 7M4ffaiii nt^mmm 

e.3-4 ?ga$OSS 2 9 S5 friv ^38H7?T 
6.3-5 5itB$om9 H 8 Jrg. »9HT^&8 

8ffB. Jf2lH2ffg> »22Hlfi'i. »2 
2K4?Ti. »4BHT*>^4fti. »47HT 
]^^.6^Tg. »48M3fi^B. S4SM6?fg. 

m48MTA*^.2-l^Tg^^: r&ws«jfiiitj t 
6.3-T mtB^omi 9 MT;fi* 6 6 - 6 ^T § r 




1#l3Hg6 3-5 03 3 

6.3-8 !Ste»O3J2 0HTj&»e»2ffgKrfifc« 
So 

6.3-3 BJ3fia$0»4 7 H7 M47H9fi' 

3fS47Hl iffi. IS47 HSTJtk: rtt« 
<fcj ril«<tJ iffliE-tio 

6. 3-iO W»9$0^4 8H7'-8^fat rflt9t 

6.3-H mm^om ^ 4HT3&>&7-6fTSt!: 

6.3-12 Wffl«0»S6 4HZfi^B»cr^*K«J 

r^#®«J i?ffiiEi-*o 
6.3-13 ^ttl«0^6 5HT*»«.l 2figK: T 
^(*efe«J r^#®«J iMiEtip 

5.3-14 ?9fifl«t£>me 4 H3 ?f gs JP64H4 



6.5-15 1 8 5 1 ^f@. IS18H9 

n^. mi8HT**^6ftg, »i9Hi?fg. 
m20M5^fgs ^23K3^fa. ma Ann^^ 

6.3-16 OHfiTff-mi IHI 

6.3-17 lH«Tfi'*!: rx/i.-r> 

AiiJ 4:*i®=&r5^^*-^ASJ irffliE'*- So 
1 3 H6 - 7 ff g^ ^18 

HT4>^8?Tg. m 2 0 H 9 ff a 1= rfflWF'gJ^J 
GHTd^'s. 8 -sfri. ^ 1 7 HT^ t» a- 7 fr 

m 1 8 HT6*^» 8 g. »20B8-9ffg 
tlSiEi-4a 

6.3-20 B^aa»©m 1 8 HTA> 6 5 Bs »1 



6.3-:i ^§^$©m 1 8 HT** 2 ^f9. m4 

3K7Jtg. ^4 3H8fTg*C r^^«=J i*« 

6. 3-22 mn^<oms SM7 -^s^EK re^ 

8.3-25 flJffi$®W3 8MT**6 7 Bs W3 

8MTA»t.2^fgc r^^j t*so* r««j 

6.3-24 flSffi«©m3 6H«T?f<C riE^lE©^' 

So 

6.8-2S B^a»©m 3 6 HftTff-m 3 7 K 1 

frgl^^ rmi tcj t*S®* rfiiatcj iMiEr 

So 

5.3-26 ?SfiD«©m 1 7S5 g. mi7H6 
Irg. 3ff20M2^fg. S 2 0 STA^ e> 2 fi^a ( 
2®§f)H ^2lHlfTg. S(2lH9ffBs ^ 




» 2 8 HT*^ 3 »29K6?fg, »29 

M8^fg. m3 8MT*>$10tT§. S538HT 

3^&8^fa. m39STA*t.7^fiKraitBj t 

B.8-27 3 7 HftTtTx ^3 8^1 

ffSfc r^iij r^aa'gj tmiE-t^o 

ftttj (tiio* rj^ttttj tisiEr^o 

5. 3-29 ^fll*0^4 6:ST*»&3 - 2ffS»C 

r»4e;«j t**©* r^^jwj tsiEr**. 

5.3-30 B^ffl^Om 5 4 XT** t. 7 ^T§. St 5 

6.8-Sl 5 4 KfiT^Ts ^55H1 

tie* »60H7fi=Btcr-b/l'9'fyji*4O »' 

B.3-32 9?aff*oM6 3HT*»«.2^T@l!: r* 




1$l3Bg6 3 - 5 0 3 3 



S « » c e □ a ^ s n BR;^ « w MiL a 

o fiS^ « ^ 1^ J- i ILm 4 * n i SAiS^ 



3_. atrffife^^ y ^ 35< T fcf y j5 a iMi X 
^ u ■/ h T y tcl^^ t fc lgj^-p^ tt irg 

n» 1 o -y 3^ ^ >^ ^ t§ fi£ 

o V X A t It a 5£ l^o 
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